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Application/Control Number: 09/765,476 
Art Unit: 1653 

DETAILED ACTION 

1. Applicant's election of invention I, claims 1-21 is acknowledged. Applicant further 
elects N-acetylcysteine to be examined within the scope of invention I. Thus, claims 6, 10, 1 1 
and 20-21 directed to non-elected invention (e.g., spin trapping compounds) are withdrawn from 
further consideration pursuant to 37 CFR 1.142(b) as being drawn to nonelected inventions. No 
generic or linking claim is currently allowable. Election was made without traverse in Paper 
No. 10. Applicant's cancellation of claim 22 is acknowledged. Claims 1-5, 7-9, 12-19, as they 
relate to election of N-acetylcysteine, are under examination. 

Drawings 

2. The Draftsman has approved drawing sheets 1-9 submitted on 1/18/2001. 

Information Disclosure Statement 

Applicant is advised that additional sheets of the PTO-1449 of Paper No: 7, filed 7/2/02 appear 
to be missing from the application. Additional sheets of PTO-1449 would be considered upon 
resubmission and required for consideration of all submitted references. 

Claim Rejections - 35 USC § 112 

3. Claims 1 and 7 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for an agent for reducing the occurrence of premature labor, 
does not reasonably provide enablement for an agent which prevents premature labor. In In re 
Wands, 8 USPQ2d 1400 (1988), factors to be considered in determining whether a disclosure 
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meets the enablement requirement of 35 U.S.C. § 1 12, first paragraph, have been described. 

They are: 

1. the nature of the invention, 

2. the state of the prior art, 

3. the predictability or lack thereof in the art, 

4. the amount of direction or guidance present, 

5. the presence or absence of working examples, 

6. the breadth of the claims, 

7. the quantity of experimentation needed, and 

8. the level of the skill in the art. 

In the instant case, applicants are claiming a method for "preventing" premature labor 
in an animal. (Factors 1, 6) The nature of the invention is of a pharmaceutical for the treatment 
of a disease, premature labor. As stated, however, the claim asserts that the composition is 
capable of preventing premature labor, or to keep from happening. (Factor 2) The state of the art 
does not teach the absolute prevention of premature labor, but that most therapies are ineffective 
for the prevention of premature labor (see Goldenberg; Obstet Gynecol 2002 Nov;100(5 Pt 
l):1020-37). (Factor 3) Goldenberg teaches that the etiology of preterm labor is not clear and 
therapies ineffective, thus any claim to the prevention of premature labor is highly unpredictable 
given the current state of the art. (Factors 4, 5) Furthermore, applicant states that the invention 
may be used in the prevention of premature labor and provides a scientific explanation the 
biological mechanisms involved. Whereas examples are given for the reduction of the 
occurrence of premature labor, prevention is not taught. On page 32 of the specification, the 
Applicant demonstrates that the effect of treatment was the increased survival rate, not absolute 
prevention. (Factors 6,7) The courts have interpreted undue experimentation as requiring 
"ingenuity beyond that to be expected of one of ordinary skill in the art" ( Fields v. Conover , 170 
USPQ 276 (CCPA 1971)) or requiring an extended period of experimentation in the absence of 
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sufficient direction or guidance ( In re Colianni , 195 USPQ 150 (CCPA 1977)). Based on the 
state of the prior art and the level of guidance in the specification, a person of ordinary skill in 
the art would still be required to conduct undue experimentation to practice the full breadth of 
the claims, which is a method for the absolute prevention of premature labor. (Factor 8) The 
level of skill in the art required is considered to be a PhD professional with several years 
experience. 

Because neither the prior art nor the current application provides sufficient guidance to 
one of even ordinary skill in the art as to the entire breadth of the claims which is the prevention 
of premature labor, the quantity of experimentation for such a claim is considered to be undue 
and thus, not enabled. This rejection also applies to claim 7 directed toward the preventing 
premature rupture of membranes. 

4. Claims 1 and 7 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for a method of using a free radical scavenger, e.g. NAC, for 
reducing the occurrence of premature labor, does not reasonably provide enablement for any 
agent which induces the production of endogenous free radical scavenger. In In re Wands, 8 
USPQ2d 1400 (1988), factors to be considered in determining whether a disclosure meets the 
enablement requirement of 35 U.S.C. § 1 12, first paragraph, have been described. They are: 

1. the nature of the invention, 

2. the state of the prior art, 

3. the predictability or lack thereof in the art, 

4. the amount of direction or guidance present, 

5. the presence or absence of working examples, 

6. the breadth of the claims, 

7. the quantity of experimentation needed, and 

8. the level of the skill in the art. 
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The instant disclosure fails to meet the enablement requirement for the following reasons: 
The nature of the invention: 

The nature of the invention is a method of therapy for premature labor by the 
administration of a free radical scavenger, e.g. NAC, or other agents that would reduce oxidant 
stress and improve the outcome of premature labor. 

The breadth of the claims: 

The claims are directed toward the administration of a free radical scavenger, a precursor 
thereto, or any agent which induces the endogenous production of a free radical scavenger. 

The amount of direction or guidance present and the presence or absence of working 

examples: 

Enablement must be provided by the specification unless it is well known in the art. In re 
Buchner 18 USPQ 2d 1331 (Fed. Cir. 1991). In the instant case, the specification does not teach 
or provide examples of all agents that would induce endogenous production of free radical 
scavenger in the method of treating premature labor. 

The state of the prior art and the predictability or lack thereof in the art: 
The prior art teaches many agents which would have the result of inducing the 
endogenous production of a free radical scavenger. For example, Sander et al. teach that Candid 
albicans, an opportunistic fungal pathogen, is able to produce large amounts of reactive oxygen 
species. Therefore, Candid albicans would qualify as an agent inducing production of 
endogenous free radical scavenger. 
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I, is unlikely that the administration of Candid albicans would result in the successful 
treatment of preterm tabor. Therefore, the use successful treatment of preterm labor with any 
agent that induces endogenous production of a free radical scavenger is unpredictable. 

The quantity of experimentation needed: 

The courts have interpreted undue experimentation as requiring "ingenuity beyond that to 
be expected of one of ordinary skill in the art" (FJeM^, 170 USPQ 276 (CCPA 1971)) 
or requiring an extended period of experimentation in the absence of sufficient direction or 
guidance Hn re Colianni , 195 USPQ 150 (CCPA 1977)). Additionally, the courts have 
determined that "... where a statement is, on its face, contrary to generally accepted scientific 
principles", a rejection for failure to teach how to make and/or use is proper (In re Marzocchi, 
169 USPQ 367 (CCPA 1971). As such, the quality of experimentation necessary to establish a 
method of treating preterm labor with all agents that induce the endogenous production of a free 
radical scavenger is undue. 

Because neither the prior art nor the current application provides sufficient guidance to 
one of even ordinary skill in the art as to the entire bread* of the claims which is the prevention 
of premature labor, the quantity of experimentation for such a claim is considered to be undue 
and thus, not enabled 
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The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-5, 7-9, 12-19 rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 1 and dependent claims thereto are indefinite as the claims refer to an effective 
amount but do not indicate what is the effective amount. Note that simply administering, as is 
claimed, does not per se nor necessarily result in treatment of preterm labor, thus the claim 

would appear to be incomplete. 

Claims 8 and 19 are indefinite for the recitation of non-elected subject matter. 

Claim 12 is indefinite for use of the abbreviation 'ROS.' See also PPROM is claim 18. 

Claim Rejections - 35 USC §102 
6. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in S country, more than one year prior to the date of application for patent m the Un.ted States. 

Claims 1, 5, 7, 9, 12-19 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Stamler et al. (US Patent 5,648, 393). Stamler et al. teach the use of low molecular weight S- 
nitrosothiols, such as S-nitroso-N-acetylcysteine (a modified N-aceytlcysteine) and S-nitroso- 
glutathione, to relax non-vascular smooth muscle (column 1, lines 22-32). With regards to the 
method of therapy for perterm labor, Stamler et al. teach the administration of a therapeutically 
effective amount to an animal (regarding claims 13-17) of an S-nitrosothiol compound as 
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mentl oned above to relax uterine smooth muscle and that increased contractility of uterine 
smo othmuscle^ 

As S-nitroso-N-acetylcysteine would qualify as a free radical scavenger or antioxidant as rt ts 
reactive with oxygen, the teaching above anticipates claims 1, 4, 5, 7, 9, 12-19. 

Claim Rejections - 35 USC § 103 

. ~f -x $ t T <; C 1 03(a) which forms the basis for all 
7. The following is a quotation of 35 U.b.C. win 

obviousness rejections set forth in this Office action: 
( a)Apatentmavnot beob — ^ 

ection 102 of this title, if the ^^^X^SS^^ t£» the invention was made to a person 
manner in which the invention was made. 

, Claims 1-5, 7-9 and 12-19 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
S^er^ i .(USPa te n,5,64 8 ,393) i nvie W ofLa m on,(E U r J Ped i a tt .,999)andKa.z«a/. 

(Ota Obste, Gynecol. 1999). Stam,er e, a,, teach the therapy for premature tabor by the 

molecular weigh, S-nitrosothio,, such as S-ratroso-N-acety.cystelne and S-nitroso-glutathtone, 
,o relax non-vascular smooth muscle (column hues 22-32). With regards to the method of 
th erapy for perterm labor, Stamler e, a,, teach the administration of a therapeutically effeCve 
amourrttoananimaUregardingclaimsn-i^ofaS-nitrosothiolcompoundasmenUonedabove 

t0 relax uterine smooth muscle and that increased contractility of uterine smooth muscle 

acetylcysteine would cuaiify as a free radical scavenge, or antioxidant as it is active w,th 
oxygen, the teaching above anticipates claims 1, 5, 7, 9, 12-19. 
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Stamler e, at does no, express* teach the use of N-ace.ylcys.eine in a method for 
^^^^^^^•^^^ y 

^oso-.-acety,^ 
Wore.theinvention 

^treatment orp— 
the teachings of Stamler e/a/- 

Katz - a,, .each the use of tocolytic agents fo, stopping uterine contractions and 
therefore delay delivery or premature labor (see Abstract; regarding claim 3). 

^_-.--^«^~-^^'" 

pe.onoford.narys.Uinthear.wouldhaveheenrnotiva.edandexpectedsuccessforadd.ng 

^rounnelyusedin.odern—c.e.hodsforpreterrniabo, Thus, the Cmed 

i nop at the time it was made and was 
invention was within the ordinary skill in the art .0 make and use the ,,m 

as a whole, prima facie obvious. 

Conclusion 
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9. No claims are allowed. 

10. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sheridan K Snedden whose telephone number is (703) 305-4843. 
The examiner can normally be reached on Monday - Friday, 8:30 AM to 5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christopher Low can be reached on (703) 308-2923. The fax phone number for 
regular communications to the organization where this application or proceeding is assigned is 
(703) 746-3975. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0196. 



SKS 

December 16, 2002 




CHRISTOPHER S.F. LOW 
SUPERVISORY PATENT EXAMNER 
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